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NAME
ARCHITECT CORE-M

iNTENDED USE

The ARCHITECT CORE-M assay is a chemiluminescen! microparticle
immuncassay (CMIA) for ihe qualifative detection ol IgM antibedy to
hepatitis B core antigen {IgM anli-HB¢) in human adult and pediatric
serum or plasima (dipotassivrh EDTA, lithium heparin, and sodium
heparin) and neonatal serum. A lest lor IgM anli-HBc is indicated as an
aid in the diagnosis ol acule or recent hepalilis B virus (HBV) infection in
conjunclion with other laboratory resulls and clinical information.
Warning: Not intended for use In screening blood, plasma, or tissue
donors. The elfectiveness of ARCHITECT CORE-M for use in screening
blood, plasma. or tissue donors has nos been established.

Assay performance characteristics have not been established when
Ine 'ARCHITECT CORE-M assay is wsed in conjunclion with other
manulacturers’' assays for specilic hepatitis markers. Users are
responsible lor establishing their own performance characierislics.
Assay perlormance characlerislics have not been established Ffor
immunocompromised ot immunosuppressed palients. The user is
responsible for establishing their own assay pertermance characteristics
in these populations.

SUMMARY AND EXPLANATION OF THE TEST

Virus specilic IgM antibody has been detected in most acute vira)
intections and is a reliable marker for acute viral disease. High levels ot
igM anti-KBc have been detected in patients with acute HBV infection’ ®
and low levels have been defected in some patients with chronic HBY
infection,’® Ditlerentiation <o acute and chronic HEV infection en the
basis of viral markers such as HBsAg, anti-HBs, HBeAg, anii-HBe, and
anti-Hic is difficult because most of these markers are seen during both
acule and chronic disease.’ In cases where these markers are present,
actie illness with other agents such as hepatitis C, non-A, non-B, non-C
hepatilis, and delta hepatitis may confuse the diagnosis.® Severai studies
have demonstraied lhat igM anti-HBc is the only specific marker for the
diagnosis of acute HBV infection.” <™ 73

BICLOGICAL PRINCIPLES OF THE PROCEDURE

The ARCHITECT CORE-M assay is a two-step immunoassay for the
gualitative detecticn of igM anti-HBc in human serum and plasma using
CMIA technology with flexibie assay protocols, referred lo as Chemiflex.
In the firsl step, sample is prediluted with wash bulfer. The prediluted
sample and anfi-human Ight (mouse moncclonal) coaled paramagnelic
microparlicles are combined, Human IgM present in the sampie binds
10 the anli-human Igh {mouse monacional} coaled microparticles. Afler
washing, the anti-HBc specitic IgM binds to the acridinium-labeled
recombinant hepatitis B virus core antigen (rHBcAg) conjugate that is
added in (he second slep. Foliowing another wash cycle, pre-trigger

and trigger solulions are added 1o the reaction mixture. The resulting
chemiluminescent eaction is measured as relative light units {RLUs), A -

relationship exists between the amount of Ight anti-HB¢ in the sample and
the ALUs detecled by the ARCHITECT / oplics.

The presence ar absence of IgM anti-HBG in the specimen is determined
by comparing Ihe themiluminescent signal in the reaction to the cutol
signal determined from an active ARCHITECT CORE-M calibration curve.
For additional information on system and assay technology. refer 1o the
ARCHITECT Systern Operations Manual. Section 3.

REAGENTS
Reagent Kit, 100 Tesis

NOTE: Some kit sizes are not available for use on all ARGHITECT §

Systems. Please contact your local distributor.

ARCH!TEQ CORE-M Reagenl Kit {61.23)
MICROPARTICLES| 1 or 4 Botile(s) (56 mb) Microparticles:
Anti-humar 1gM (mouse monoclonal) coated microparticles in TRIS
butter with protein (1.0% bovine serum albumin and 2.5% goat lgG)
additlives. Minimum  concentration: 0.12% solids. Preservatives:
antimicrobial agents.
CONJUGAYE, 1 or 4 Botlle{s) (5.9 ml) Conjugate: Acridinium.labeled
hepatilis B virus core antigen {E. coli, recombinant) conjugale in
succinate buffer with protein (2.5% bovine serum albumin and 2.0%
bovine calf serum) additives. Minimum concentration: 0.4 pg/mL.
Preservalives: antimicrobial agents.

Other Reagents

ARCHITECT 7 Pre-Trigger Sotution

- IPRE-TRIGGER SOLUTION| Pre-trigger solulion conlaining 1.32%
{w/v) hydrogen peroxide.

ARCHITECT / Trigger Salution

- [YRIGGER SOLUTION| Trigger solution containing 0.35N sodium

hydroxide.

R [ Wash Buft

Wash buffer conlaining phosphate buffered saiine

solution. Preservative: amtimicrobial agent.

WARNINGS AND PRECALTIONS

For In Vitro Diagnostic Use.

Safety Precautions

+  CAUTION: This product requires the handling of human specimens.
It is recommended that all human sourced materials be considered
potentially infectious and handled in accordance with the DSHA
Stendard on Bloodborne Pathogens™. Biosafety Level 2' or other
appropriate biosafety practices™'" shouid be used tor materials
that contain or are suspected of containing infectious agents.

For a detailed discussion of safety precautions during sysiemn

operation, refer to the ARCHITECT System Operations Manuai.

Section 8.

Handling Precautions

Do nol use reagents beyond the expiralion date.

* Donot pohl reagents within a reagent kit or between reagent kits.
Before loading the ARCHITECT CORE-M Reagent Kit on the
system for the first time. the microparticle botlle requires mixing 1o
resuspend microparticles that may have settled during shipment. For
microparticle mixing instructions, reler to the PROCEDURE, Assay
Procedure section of this package inseri,

+ Septums MUST be used to prevent reagent evaporsltion and
contamination and to ensure reagent integrity. Reliability of assay
results cannot be guaranteed If sgptums are not used according to
the instructions in this package insért.

To avoid conlamination, wear clean gloves when placing a
seplum on an uncapped reagent hottle.

When handling microparticle vials, change gioves that have
coniacled human plasmalserum, since introduction of human
IgM will result in a neutralized microparticle.

- Once a septum has been placed on the reagent boitle, da not
invert the botlle as this will resull in reagent leakage and may
compromise assay results.

» Over time, residual liquids may dry on the seplum surface. These
are lypicaily dried salts and have no elfect on assay eflicacy.

- For a detailed discussion of handling precautions during system
operalion. reler lo the ARCHITECT System Operations Manual,
Section 7.

Storage Instructions

[

- 2'Cf""] The ARCHITECT CORE-M Reazgent Kit must be stored
al 2-8°C in an uvpright posilion and may be used immediately aller
remaval from 2-8°C slorage.

When stored and handled as directed, the reagents are stable untii
the expiration date.

The ARCHFTECT CORE-M Reagent Kil may be stored on board the
ARCHITECT i System lor a maximum of 30 days. After 30 days, the
reagent kit must be discarded. For information on tracking onboard
time, refer 1o the ARCHITECT System Operations Manual, Section 5.

- Reagents may be stored on or off the ARCHITECT / System. If
reagents are removed from the system, store them at 2-8'C (with
septums and replacement caps) in an upright positior. For reagenis
stored off the system, it is recommended that they be stored
in their originat trays and boxes to ensure they remain upright. it
the micreparticle botile does not remain upright {with a septum
Installed) while in vefrigerated storage off the system, the reagent
kit must be discarded. After reagents are removed from the system,
initiate a scan to update ‘he onboard stability timer. :

Indications of Reagent Deterioration

When a controt value is out of the specified range, it may indicate

deterioration of the reagenls or errors in techhique. Associated test

results are invalid and samples must be retested. Assay recalibration may
be necessary. For troubleshooting information, refer 1o the ARCHITEGT

System Operations Manual, Section 10.

INSTRUMENT PROCEDURE

- The ARCHITECT CORE-M assay file must be instatled on the
ARCHITECT /i System from the ARCHITECT ; System Assay
CD-ROM before performing the assay. For detailed information on
assay fife installation and viewing and editing assay parameters, refer
lo the ARCHITECT System Operations Manual, Section 2.

- For information on printing assay parameters, refer to the ARCHITECT
Syslem Operations Manual, Section 5,



For a detailed description of system procedures, refer to the
ARCHITECT Systam Operations Manual.

SPECIMEN COLLECTION AND PREPARATION FOR ANALYSIS
Specimen Types
- The follewing specimen tube types were verilied lor use with the

ARCHITECT CORE-M assay: ) ]
Glass Plastic i

- Serum + Serum :
- Serum separator i
- Lithium heparin plasma separaior
- Sodium heparin
- Dipotassium EDTA

The ARCHITECT / System does no! provide the capabilily Lo verify
* specimen type. It is the responsibility of ihe operator 1o verily that the
correct specimen types are used in the ARCHITECT CORE-M assay.

Specimen Conditions

Do not use specimens with the following condilions:

heal-inactivated
- pooled
- grossly hemolyzed
*+ obvious microbial contamination
Pertormance has not heen established for the use of cadaveric
specimens or the use of body fluids other than human serum and
plasma.
For accurate results, serum and plasma specimens should be
free of fibrin, red blood cells, and other particulate matter. Serum’
specimens trom palienis receiving anticoagutant or thromboiytic
therapy may conlain librin due to incomplete ¢lot farmalion.
Uze caulion when handling patient specimens lo prevent cross
conlamination. Use of disposable pipettes o pipelte lips is
recommended.
For optima! results, inspect all- specimens lor bubhies. Remove
bubbles with an applicator stick before analysis. Use a new applicator
stick lor each specimen to prevent cross contamination.

Preparation for Analysis

Follow the lube manufacturer's processing instruciions for serum
and plasma collection tubes. Gravity separation is not sufficient for
specimen preparation.
Mix thawed specimens thoroughly by low speed vortexing or by
inverting 10 times. Visually inspect the specimens. If layering or
stratification is chserved, conlinue mixing until specimens are visibly
homogenaous.
To ensure consisliency in results, specimens must be transferred w a
cenlrifuge tube and centriluged at > 10,000 RCF {Relative Centrifugal
Forge) for 10 minutes belore testing il

they contain librin, red blood cells, or other particulate matter or
= they were frozen and thawed.
Centrifuged specimens with a kipid layer on the top must be transferred
lo a sample cup or secondary tube. Care must be 1aken fo transfer
only the clarified specimen withoul the lipemic material.
Transler clarified specimen to a sample cug or secondary lube for
testing.

Storage

Specimens may be slored on or oll lhe clot, red blood cells. or

separator gel for

© up 1o 3 days ai room temperaluwze (study performed at 24 to 30°C)
or

+ uplo7daysat 2.8C

If testing will be delayed more than 3 days for specimens stared at

room temperature or more than 7 days for specimens stored at 2-8°C,

rermove serum or plasma fram the clot, red blood cells, or separator

gel and store at -20°C or colder.

Avoid more than three lreezefthaw cycles.

Shipping

Belore shipping specimens, it is recommended that specimens be
removed from the clot, red blood cells, or separalor gel.

When shipping specimens, package and label specimens in compliance
with applicable state, federal, and international regwiations covering
the transport of clinical specimens and infectious substances.
Specimens may be shipped ambient, at 2-8°C (wet ice), or frozen (dry
ice). Do not exceed the storage time limitations listed above.
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PROCEDURE

Materials Proviga;d:‘

+  6L.23 ARCHITECT CORE-M Reagent Kit

Malerials Required bul not Provided:

+ ARCHITECT i System

+ ARCHITECT j System Assay CD-ROM

'+ 6L23-01 ARCHITECT CORE-M Calibrators

- 6L23-10 ARCHITECT CORE-M Controls {(or other control material)
- ARCHITECT / [PRE-TRIGGER SOLUTION]

- ARCHITECT i [TRIGGER SOLUTION)

- ARCHITECT {

- ARCHITECT  [REACTION VESSELS)

- ARCHITECT i [SAMPLE cups]

- ARCHITECT j [SEPTUMS]

- ARCHITECT i [REPLAGEMENT €APS]

»  Pipeftes or pipette tips (opfionaf) to deliver the specified volumes.

Far information on materials required for maintenance procedures, refer

1e the ARCHITECT System Operations Marnwal, Section 9.

Assay Procedure

+ Bafore loading the ARCHITECT CORE-M Reagent Kit on the system
for the first time, the microparticle bottle requires mixing to resuspend
microparticles that may have settled during shipment. After the
first fime the microparticles have been loaded, no further mixing is
required.

- Invert the microparticle bottle 30 times.

Visually inspect the boltle to ensure microparticles are
resuspended. H microparticles are siilt adhered to the botile,
conlinue 1o invert the botlle unlil 1the micropanicles have been
completely resuspended.

- if the microparticles do not resuspend. DO NOT USE. Contact
your focal Abbotl representative,

- Once ihe micropariicles have been resuspended, place a septum
on the bottle. For instructions abou! placing seplums on botlles,
refer 1o the Handling Precautions section of this package insert.

- Load the ARCHITECT CORE-M Reagent Kit on the ARCHITECT

System,

-+ Verily that all necessary reagenis are present.

+ Ensure that septums are present on all reagen! boliles.

Order calibration, if necessary.

+ For information on ordering calibrations, refer to the ARCHITECT
Systern Operations Manual, Section 6.

Order fests.

For infermation on ordering patient specimens and the pesitive
control and for general operating procedures, refer to the
ARCHITECT System Operalions Manual, Section 5.

- Use the following instructions !o order a negative contral
{nonreactive for IgM anti-HBc):

+ Order a negative controf as a patient specimen, nol as a
Condrot.

+ Manually verily the validity of the negative control every time
it is run. Because the control is run as a patient specimen, a
resull will not be flagged by the ARCHITECT i Syslem if it is
outside the acceptabte control range.

» To troubleshoot control vatues that fall outside the control range,
reter ta the ARCHITECT Syslem Operations Manual, Sectipn 10,

+ The minimum sample cup volume is calculated by the system and
is printed on the Orderlist report. No more than 10 replicates may
be sampled from the same sample cup. To minimize the effects of
evaporation, verily adequate sample cup volume is present before
running the test, :

- Priority: 64 pl. for lirst CORE-M test plus 14 L for each additional
CORE-M test from the same sample cup.

+ =3 hours onboard: 150 plL for the first CORE-M lest plus 14 pL
for each addilional CORE-M test from the same sample cup.

* > 3 hours on board: Replace with a fresh sample (patient
specimens, controls, and cafibrators).

+ If using primary or aliquot tubes, use the sample gauge to ensure
sufficient palient specimen is present.

+  Prepare calibrators and comrols,

*  ARCHITECT CORE-M Calibrators and Controls must be mixed by
genile invarsion before use,

~ To obtain the recommended volume requirements for the
ARCHITECY CORE-M Calibrators and Conirols, hold the bottles
wertically and dispense 5 drops of each calibrator or 5 drops of
each control into each respective sample cup.




L.oad sampfes.
Fee information on loaging samples, refer to the ARCHITECT
Syslem Operaticns Manual. Section 5.

Press RUN.

+ For addilienal information on principles o! operation, refer 10 the

ARCHITECT System Operations Manual, Section 3.
For oplimal perlormance: it is important to pertorm routine maintenance
as described in the ARCHITECT System Operations Manual, Section
9. When a laboratory requives more frequent maintenance, follow
those procedures.

Specimen Dilution Procedure

- Specimens cannot be dihied tor the ARCHITECT CORE-M assay.

Calibration

» To perform & calibration, 1est ARCHITECT CORE-M Calibrators 1 and
2in lriplicate. The calibrators should be pricrily Yoaded.

A single sample of each controt level must be tested 1o evaluale the
assay calibration.
Order controls as described above.
+ Ensure that assay control values are within the ranges specilied in
the control package insert.

+ Once an ARCHITECT CORE-M calibration is accepted and stored,
alt subsequent samples may be tested without furlher calibration
unless:

A reagent kit with a new 1ot number is used.
Conltrols are out of range.

GUALITY CONTROL PROCEDURES,
The ARCHITECT CORE-M Controls are in a serum matrix made ram
recalcitied plasma. The user should provide alternate control matetial los
plasma when necessary,
The recommended contre!  requirement Jor  the ARCHITECT
CORE-M assay is that a single sample of each control level be tested
once avery 24 hours each day of use. Additional controls may be tested in
conformance with locat. stale, andfor federal regulations or accreditation
requirements and your laboralory's quality control palicy.
Conlrol values must be within the ranges specified in the control package
nserl. i a control result is out of its specilied range, any test resulls
generated since the last acceptable control results must be evaluated
tc determine if lest resulls may have been adversely allected. Adversely
affected tesl resulls are invalid, and Ihese samples musl be relested. For
troubleshooting informalion. reler to the ARCHITECT System Operations
Manuat, Section 10.
RESULTS
Calculation
The ARCHITECT / System caiculales the cutofl RLU Irom the mean
chemiluminescerd signal of three CORE-M Catibrater 1 and Calibrator
2 repiicates and stores the result.
Cutoft AL = [(Calibrator 2 Mean ALU - Calibrator 1 Mean RLU) x
0.75] + Cafibraior ¢ Mean RLU
The ARCHITECT / System calculates the S/CO resull for each
specimen and control as lollows:
S/CO = Sample BLU/Cutoff RLU ratic
Flags
+ Some results may cortain information in the Flags field. For a
description of the flags that may appear in this field, refer 1o the
ARCHITECT System Operations Manual, Section 5.

Inlerpretalinn of Results

i initial Result Ins!rumem i .
P (S7C0) Interpretation Interpretation !
r .
J < {1.8D NONREACTIVE F IgM anti-HBc not detected. Does not :
] INR) | excluce the possibility of exposure o or i
[ i rnlncllon wnh HBV No mest requrred :
i 0. Sﬂto < 1 21 GRAYZONE I Anubotﬁes lu IgM anti-HB may or may

| {62 ! not be present. Patients with specimens |
: : ! exhibiting grayzone test results should

! i - i be retesled a1 approximately one-week

: : . intgrvals.*

f o1 REACTVE ¢ Prcsumplive ovidence of IgM aint-HEC.

: : R} ~ No relest requirge).

* Manitoring the level of igM anti-HBc by refesting al approximalely one
week intervals will distinguish rapidty rising 1gM anti-HBc levels associaled
with early acute hepatitis B infection from graduaily decreasing or
unchanging igh anli-HBc levels oflen associated with late acule slage ol
HBY intection. six to nine months from the appearance of HBsAg.

LIMITATIONS OF THE PROCEDURE

*  Current methods for the detection of IgM anti-HBc may nol detect all
infected individuals. A nonreactive 1est result does not exclude the
possibilily of exposure 10 or infection wilth HBV.

+ The ARCHITECT CORE-M assay is limited 1o the detection of Ight
anti-HBe i human serum or plasma. It can be used lo determine
whether a patient has, or has recently had, acute or subclinical
hepatitis B infection. Supportive clinical information, including other
hepalitis B markers, should also be evaluated. The test cannot
determine a palient’s immune status to hepatitis B.

- Specimens Irom patients with high levels of IgM {e.g., specimens
from palients with multipte myeloma) may show depressed values
when lested with assay kits {such as ARCHITECT CORE-M) that use
reagents containing anti-human Igh.

- Specimens krom palienls who have received preparations of mouse

moneclonal antibedies tor diagnosis ot therapy may contain human
anti-mouse antibodies (HAMA).'"* Such specimens may show either
falsely elevated or depressed values when tested with assay kits
{such as ARCHITECT CORE-M) that employ mouse monoclonal
antibodies.”
Heterophilic antibodies in human serum can react wih reagent
immunoglobuling, interfering with i vitrp immtinoassays™ Patients
routinely exposed to animals or 1o animal serum products can be
prone lo this interference and anomalous values may be observed.
Additional information may be required for diagnosis.

- Refer to the SPECIMEN COLLECTION AND PREPARATION FOR
ANALYSIS section of this package insert far specimen limitations.

EXPECTED RESULTS

Due to geographic locations or demaographics, assay resuits obtained in

ingividisal laboratories may vary from data presented.

Of the 2,059 prospectively-collecied specimens lested in the ARCHITECT

CORE-M clinical study. 1,207 were from individuals living in the United

Stales with increased risk of HBV infection. All 1,207 were al risk for

HBV due to lilestyle, behavior, oceupation, or a known exposure evenl

but were asymptomatic and reported no current signs or symptoms of

hepatitis. Testing of these specimens was performed at three clinical
siles localed in Galveston. TX: Hershey. PA; and Milwaukee, W1,

The increased risk population {n=1,207) consisted of the foltowing race/

elhnic groups:

+  EBZ (48.22%) Caucasian

+ 396 (32.81%) African-American

- 176 (14.58%) Hispanic

+ 26 (2.15%) Asian

+ 4 {0.33%} American IndianfAlaska Native

< 21 (1.74%) Other

+ 2 {0.17%) Unknown

The 1,207 specimens from the increased risk poputation were obtained

from the following colfection locations:

= 417 (34.55%) from Galveston, TX

- 234 (19.39%) from St. Petersburg, FI.

+ 168 {13.92%) from Dallas, TX

=121 (10.02%) from Plymouth, MA

* 107 {B.86%} trom Miami, FL

* 47 (3.89%) from Chicago, I

+ 45 (3.73%) from Denver, CO

- 34 (2.82%) trom Colton, CA

- 34 (2.82%) ko High Point, NC

A total of 20 {1.66%) specimens in Ihe increased risk population were

reaclive in the ARCHITECT CORE-M assay. The number of ARCHITECT

CORE-M reaclive results cbhserved for the increased risk population at

each collection location was;

+ 5 (1.20%) from Galveston, TX

+ 7 (2.99%) lrom St. Petershurg, FL

+ 2 {1.19%) lrom Dallas, TX

= 2 {1.65%) rom Plymouth, MA

=1 {0.93%) from Miami, FL

+ 3 (6.38%) from Chicago. IL

* 0 {0.00%) from Denver, CO

- D {D.00%) trom Colon, CA

- 0 {0.00%) from High Point, NC



Of Lhe 1.207 specimens. 645 (53.44%) were female and 562 {46,56%) were male. The age was nol reported for one speeimen, OF the remaining 1,206
specimens, the mean age was 39 years (age range: 17 to 82 years). The distribution of ARCHITECT CORE-M reactive, grayzone, and nonreactive results
among the increased risk popuiation by age and gender {n=1,207) is summarized in the lollowing table.

ARCHITECT CORE-M Result : :

j Age Group . Reactive Grayzone  Nonreactive

i

{years) Gender n (%) n (“mj N n (‘3’?). . ; Total ;[

10-19 F D {0.00) 0 (£.00) 14(160.00) | 14 |

Y 0 {0.60) 0 (0.00) ' 7 {10000 ! 7 {

20-29 . Fo 4 {2.00) 1 {0.50) 195 (97.50) [ 200

M 211.72) 1 {0.86} 113 {97.41) : 18 |

. 30-38 F 3 12.00) 01000 147 (sae0; | 150 |

: ‘ i M 1 (0.66) ‘ 1 (0.66) 145 fge.aal ; 151 .

4p-ag Fo apen 2pes 1s19s79) 156

_ M 2(1.18) '1 {0.57} 171 (58.28) : 174 !
i 50.59 ! F 2 (2.06) o (000 e (97.54) .
: M 1{1.11) 1 (1.11) 88 (97,78} 80
" B0-69 . F .oz@e3y opon 29167 24
} EM o (0.00) 0 (0.00) 15 {100.00) 15
Co77s F T owmom  o@ony 10000 1
; L M o (o-.oo_) o000 8 {160.00) 8

' @pss , F 0i0.56) 0 (0.0} 3 (100.09) 3. . .

: M o) 0 (6.00) 0000) 0

" Unknown | F 0 (0.00) 0icon)  coog o |

i Y (0.00} D10 00) 1 {100.00) v

ot  20(1.66) '7(0.58) ‘180 (.9%.76) 1207

SPECIFIC PERFORMANCE CHARACTERISTICS

Assay results obtained in individual laboratories may vary from data presented.

Precision

The ARCHITECT CORE-M assay is designed to have a Total CV of < 10% for the ARCHIFECT CORE-M Positive Control and a low positive parel targeted

to 1.20 S/CO, and less than or equal o a tolal SD ol 0.10 S/CO for a high negative panel targeted to 0.60 $/CO.
System Reproducibility
A live-day precision stucy was periormed for the ARCHITECT CORE-M assay based on guidance from lhe Clinical and Laboratory Standards Institute
{CLSl) document EP15.A2™ Testing was conducled al Wree clinical sites using three lots each of ARCHITECT CORE-M Aeagents, Calibrators,
and Controls par site. Twe levels of conlrols and panels were assayed in replicates of four at two separate times of day lor 5 days. The data are
summarized in the Tollowing 1able

, Precision with | Precision with |
! . Additional Additional {Precision wilh Additional
Grand i ’ ! Within-Laboratory | Component of Component of | Components of Site and )
Mean | Within-Run Within-Day ‘ Precision (Totat) Between-Site” Between-Lot" H Lot (Overally
i ' . ' : ; ' : f
Sample 1‘ n 5/COo , =D WCV ' SD | OV | SO f %EV - 8D eV SO ©  %Cv : sSD J WCV
Fositive Cantrel | 360 318 | 0115 - 36 | 0115 L 3.6 J 0121 i 3.8 [ 0.160 5.0 0.163 I 5. l 0187 1 58 i
o i I T el et e r ) SRR E AN S S Bty e P S S -
Low Posilive Panel | 360 121 | 0.048 @ 4.0 ! 0.049 ! 41 1 085 | a2 . qo61 5.1 0072 i 59 | 0b78 | 65 i
: : i : - : i : I
High Negative Panel 1 360 0.83 l 0.036 43 | 0.036 | 43 I 0.036 ; 4.3 ! 0.045 5.4 0.051 6.2 L 806 6.8
.. . | - e - - - [ - .. - EEEEEE - - S — de mrm————e 2 PR L —— ‘[ .
Negative Conirol {360 003 i0005 NA . 0005 ’ NA | 0005 ] NA NA 0005 | NA { D00S 1 NA

NA = nol applicable
"Inciudes sile-lol interaction variance component.

Within-Laboratory Precision
A 20-day precision study was periormed lor lhe ARCHITECT CORE-M assay based on guidance from the CLSI documenl EPS-AZ.% Testing was
cenducted at Abbott Laboratories using three ARCHITECT CORE-M assay reagent lots, three calibrator lots, one control lot, and two instruments.

Twoe levels of controls and panels were assayed in replicales of three at two separate times of day for 20 different days. The data are summarized
in the following table.

T T T
! H i 1
i [ i Within-Run Within-Laboratory Precision (Total) -
i i . Mean i - - — —ee e T ]
Instrument | Sample | o i sco ! so | wev sD [ wev
iPesitiva Gontral J 360 | 320 | oaz7 4.0 0.137 ‘ a3
. i | 1 i
ILow Positive Panel 1 359 | 123 | o0Dag 1.0 0.052 : 4.3
1 T it e TR SRS R
‘High Negalive Panel 1352 ;083 ¢ 0032 ! 38 0.035 ' 4.2
iNegative Conirol {380 004 ' 0005 | NA ! 0.005 : NA
{Postlive Control D880 0 333 - oM 42 0.141 _ 45
s ‘Low Positive Panat . 388 118 ! 0052 4.4 0.057 . 4.8
High Negative Panel lass ! ono 0035 | 44 £.040 : 50
‘Negative Control | 3856 | 003 ; 0005 ' MA | oo0s . NA
NA = net gpplicable
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Clipical Performance

A prospective mulfi-cenfer study was conducted to evaluate the ability of the ARCHITECT CORE-M assay 1o detect IgM anti-HBc anlibodies in a group
of individuals hat would normally be tested in a clinical situation. Ol the 2,159 specimens tested in the ARCHITECT CORE-M clinical study, 1,207
specimens were obtained Irom individuals living in the United Stales with increased risk of HBV infection due lo lifestyle. behavior, occupation, disease
state, or a kriown exposure evenl, and 545 specimens were oblained from individuals living in the United States exhibiling signs and symploms of
hepatitis infection {Population Cne).

The 1,752 specimens in Population One were oblained Irom the following collection focation:

458 (26.14%) lrom Galveston. TX = 153 {B.73%) from Miami, FL
287 {16.38%) from St. Petersburg, FL. - 124 (7.08%) from Plymouth. MA
267 {15.24%) trom Dallas, TX = 36 {2.05%) {rom Collan, CA

+ 226 {13.01%) trom Chicago. IL = 34 (1.94%) from High Point, NC

165 {9.42%) Irom Denver, CO

Populalion One {n=1,752) censisted of the following race/ethnic groups:

855 (48.80%) Caucasian - 5(0.29%) Americar IndianfAtaska Native
426 (30.02%} Alrican-American + 26 (1.48%) Other
283 (16.72%) Hispanic * 2 {0.11%) Unkhgwn

45 {2,57%) Asian

Gf the 1,752 specimens in Population One, 872 (49.77%) were female and 880 (50.23%) were male. The age was not reported for ong specimen. O}
the remaining 1.751 specimens, the mean age was 42 years (age range: 17 to 83 years).

Specimens were also prospectively colfecled in Vietnam from 94 individuals at increased risk of HBV infection and 183 individuals with signs and
symploms of hepaiitis infection {Population Two). The 277 specimens in Population Two were 100.00% Vietnamese. and 153 (55.23%) were femaie and
124 (44.77%) were male. The mean age was 36 years (age range: 18 to 68 years}.

Each specimen was {ested using a comparator lgM anti-H8c assay and three HBY reference assays, each detecling a unique serological marker
(HBsAg. lolal anli-HBe, and anti-HBs). The HBV classitication was determined for each specimen based on the reactivity patterns of the four HBY
serological marker resulls. The comparator and reference assays were from a single manufacturer and during the clinical study, all comparaior and
reference lesling was performed following manulaclurar's insiructions. Each specimen was also tested al one of three clinical siles located in Galveston,
TX: Hershey. PA; or Milwaukee, Wi using Ihe ARCHITECT CORE-M assay.

Resulls by Specimen Classification

Foliowing lesting with the comparator IgM anti-HBc assay and the three reference HBY assays, Population One specimens were assigned an HBV

classilicalion using the reaclive (+) and ngnreactive (-) pallerns. There were 17 unigue reference marker palterns observed in the ARCHITECT CORE-M
clinical study for Population One.

- ‘ )
: HBY Reference Markers ! i

{ HBY Classification |

; n HBsAg IgM Anti-HBe Total Anti-HBc | Anti-HBs i
2 - - ) . - CEalyAcste ) 4‘
17 ! ' ' ‘ - Cacwte T
] + + . + 1 ) Chm'ni: 5
z . - ¥ 1 . * Chranic i
51 . - : + ; - ’ C.hroll"lic 7 f
3 - - - + | Chronic
7 - T ’ ) ‘ T Recovering Acute i l
, Fi i : Ty i T . Recovering Acute/Undeteclable HBsAg i
e e T oo
34 : - - + | 1 . Distantly Immune/Anti-HBs Unknown
! 107 - ' - ' + : - Distantly Immune}Anti-HBs Mot Detected
351 ‘ - - ; - 1 + j Immune Due 1o HBV Vacciralion
boper - _ - i -7 suscepoe T
R t i e late AcuofFecouaring
T A - ' v __L 1 ;Chronic
L2 : ‘ - | b BayPeoey
1752 . ! Total

| = indeferminaie

=0



Following 1esting with the comparator IgM anti-HBc assay ang the three reference HBV assays. Population Two specimens were assigned an HBY
classification using the reactive (~) and nonreactive (-) palierns. There were 10 unigue reterence marker patlerns observed in the ARCHITECT CORE-M
clinical stugy lor Peputation Two.

HBY Reference Markers

C e e — HBY Classilicalion
Anti-HBs

‘F n HBsAg igM Anti-HBc TFotal Anti-HBc

S R

H + - Carly Acule
5 . - - ! Chronic
! 107 . - + - Chranic

1 . - - . + Chronic

: ’ * " smmune Due to Nalurat Infection

| . Distantty immuneg/Anti-HBs Unknown

- . Dis_l.an:ly Imfnuﬁe})\nli-Hés NutAI:;e}-ec!éd

+ Immuneroue o H'BV \«'ac;:mal‘rdn )

T T suscepibie T

i ""Chronic
Total

| = indeterminale

Comparison of Results

The following 1abie compares the ARCHITECT CORE-M assay resulls wilh comparator IgM anti-HBc assay results for each of the HBV classilications
for Population One. The data are summarized in the following table.

e — Cemmem e e 4 e - - e e m e i ——— ——— I

1 I IgM Anti-HBc Comparator

i - Hee-lctiv-e“ : s Negative
) AHCT;I‘;ECT CORE-M interpretation ! ARCHITECT CORE-M luterprelation
Reactive Grayzone Nonreactive Reactive ; Grayzone l Monreactive
e O A I O 7 N rotl
Early Acute 0 (0.00) 0 (000} 0 (0.00) 0{000) , 0000 ;  B{CA46) 8 (0.46)

; Acule C B9 - 1 i006) 0 (.00} . 0 {0.00) 0 {0.00} 0 {0.00) 17 (0.97)

" Ghronic S (0.08) 0 ¢0.00) 01000 . 0500 o 10.23) 55 (3.14) 50342
Recovering Acule - ) 7 (2.40) 0 {0.00) 0 (0 00) 0 (0.00) 1 0 (n,om' € (0.00) ) 7-(5.46)' o
Recovering ACU|€[UI;("E[‘ECI(’.WE HBsAQ ’ [ 2 fO.ﬁ) 0000} N 0] 00; - 0 (0-.-00) :‘ 0 (000] 1 0 (6.00)." o 772“(01_!]_ T

| Immunc Due to Natorat Infection . 0 {0.00) 0 {0.00) ¢ {0.00) e (D 80) 4 5°(0.28) | 201 (11.47) 220 {12.56)

Oistamily JmmunegAnti-HEs Linkngwn : 0{0.00) 0 {0.00) 0 (0.00} G {0.00) I 1 (0.086) 33 (1.88) 34 (1.94)

TD]éxr'znm;i;';njmw_t::1e;4i\-};';i:Hés]oTﬁé{eclé-d- T 70'7(670-0'_) - 5(-0_6-0}* ' Mﬂri(o.on) z (0.113 Cy {0.06) 104 (5.84) 107 (E.11)

' Immune Due ll; HBV \"acch.mlﬁon 0 (0.00) 1} (D‘OE)} . OI(C;.DO) ) “0 ((_J.O-O-) 4] tU:bU} I 1:151 .[-2-’0.-03) o 351 150_.0“3)_

é Susceplible ‘k £ (0.00) 0 (.00) 0 (D.00) ‘ orm.uu) o (0.00) 897 (51,20) 857 (51.2{])

* Lala Acure/Recovenng 1 (0.068) 0{0.00) 0 (G.oo} L0 {0oe) . o000 0{0.00) 1 (0.06)

;f Early Recovery 3 {07} : 0 {0.00) 0 {0.00} 0 {0.00) : 6 (0.00) ‘r 0 {0.00) ) 31017

i 1 I
| Unknown e oL Ly (oD 01000) 0000} - 0(006) [ Loy | ssksn o ssesn
J Total 30 51.%1} 1(0.08) i 0.0 P 16(0.91) E 11{0.63) h‘“j‘ (96.69) 1752 {100.00)

This specimen was 1ested and determined fo be positive lor HBeAg and HBY DNA; negative for anti-HBe: and nonreactive by a second FDA-approved Igh ani-HBc
assay.

Two specimens were tested and cetermined lo be negative for HEeAg: posilive for anli-HBe and HBY DNA; anc norveactive by a second FDA-approved igM anti-HBc
assay. Two specimens were tested and determined to be negalive tor HBeAg: pasitive for anli-HBe and HBV DNA; and grayzone by & secand FDA approved oM
anti-HBc assay. Four specrmens were tested and determined 1o be negative for HBeAg and HBY DNA; positive for anti-HBe; and nonreactive by a secand
FDA-approved IgM anti-HBe assay. Five specimens were tesied and delermined to be negalive lor HBeAq and HBV DNA; positive for ant-HBe; and grayzone bya
second FDA-approved Ig anti-HBc assay One specimen was lesled and determingd 1o be hegalive tor HBeAg, anli-HBe. and HBV DNA; and! grayzone by a secand
FDA-approved IgM anti-HBe assay.

One specimen was lesled and delermined 1o ke negailive tor HBeAg and HBV DNA; positive tor anti-HBe; and nonreaclive by a second FDA-approved JgM anki-HBc
a5say. One specimen was lested and determined to be negative lor HBeAg, anti-HBe, and HBY DNA; and grayzone by a secand FDA-approvad igM anti-HBc assay.
Two specimens were tested and determined to be negalive for HBeAg: positive lor anti-HBe and HBV DNA: and nonreaclive by a second FDA-approved IgM anti-HBc
assay. One specimen was lested and determined (o be positive for HBeAg and HBY DNA; negative for anti-HBe: and nonreactive by a second FDA-approved lgM
anti-HBc assay. One specimen was tested and determined to be positive for HBeAg and HBV DNA; nagafive for anti-HBe: and grayzene by a second FDA-approved
IgM anti-HEC assay.

Foui specimens were lested and deterrnined to ba negalive tor HBeAg and HBV DNA; posilive for anti-HBe: and nonreactive by a second FDA-approved IgM anti-HB¢
assay. One specimer was lesied and determined 1o be negative lor HBeAg and HBY DNA: positive 1or anti-HBe; and grayzone by a second FDA-approved IgM
anii-HBc assay.

These specimens were fesled and determined 1o be negalive lor HBeAy and HBV DNA; positive for anti-HBe: and nonreaclive by 3 second FDA-approved g
anti-HBc assay.
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The foliowing table compares the ARCHITECT CORE-M assay resulis with comparalor IgM anfi-HBc assay resulls for each of the HBV classilications
for Population Two. The data are summarized in the following tabie.

IgMt Anti-HBc Comparator
| :

Reactive ) Negative :
: ARCHITECT CORE-M Interpretation ! ARCHITECT CORE-M Interpretation :
; Reactive . Grayzone : Nonreactive |  Reaclive Grayzone Nonreactive ;
: HBV Classification ‘ ] n {%) n (%) ‘ n (%) ; o (%) n{%) ; n (%) Total w
; Early Acuie 0{0.00) @ 0{0.00) 1 0 {0.00) ety - 0(0.00) ‘ 1 (0.36) 1 {0D.36)
! Chronic l 0 (0.00) 0 (D,Ob) \ D {0.00) : 0 {Go0) . 1-‘ [6:36) T3 {40.79) 7 114 (43.16) :
I_Irnmm_us _Due 1o Nammll Infection . o _O—{BEJ}_ * 0;6"00)? -_ 0 (D‘G_I'J.)_ T) (000) ) 0 (Q.QD) ) : - 87 (721.719-) ) 67 (24.19) _—.i
: Distanily Immune/Anii-HBs Urknawn o 0 (0.0.0) ; 010.00) 1‘ o {I.D.0.0) . ‘D (0:00) 10 (0.00) : 5 (!,Bln 5 (1.871) o :
f D%sfanny Immune/Anti-HBs Not Detected 0{000)  0000) f 0(0.00) © 0(0OD) T 0000 | 12(4.33) 12 {4.33) ;
‘- immune Due 10 HBV Vaccination . ¢ (0.00) 0 {0.00) i & (0.00} 0 (0.00} 0{0.00) ' 41 {14.80) 41 (14.80) i
T Suscepliblc;‘ 0 (.00 0 (0.00) a 0 [0.06} o 0 {0.00) 0 {0.0 a7 {13,36) 37 (13.36) \F
1 Tolat ) 0 (0.00) . 0 (0.00) J! 0 (0.00) i 0 {0.00} 1(0.36) 275 (99.64} 277 (100.00) j

' This specimen was tested and determined 10 be positive for HBeAg and HBV DNA; negative for ami-HBe: and grayzone by a second FDA-approved IgM anli-HBc
assay.

Percent Agreement i

The table below summarizes the percent agreement belween ARCHITECT CORE-M and the comparaler igM anti-HBc assay for Population One by HBY
classification.

»

. -
! . Posilive Percent -

Negative Percent :

i
i
!

: Agreement 95% Confidence Agreement : 95% Confidence
i HBY Ciassificaticn K Interval . t Inlerval
i Early Acute . NA : NA 100.00 (8/8) 63.06 - 100,00
} Acule 89412 (16117} : 71,31 - 99.85 , NA NA R
; Chronic . 100.00 {1/1) l 2586 -100.00 ' 93.22 {55750} ' 8354 -9812 -
éecovering Atule 7 100.00 (777} -59.04 - 100.00 o NA ‘ l NA I
' Refovering AcuteIUndéIr-.‘-c;?.xi)!c HBsAg . 7 100.00 (2/2) . ‘ 15.81 - 100.00 | Nl{ o NA

Immune Due 1o ;l;i;;rn\ Infection umiNiAirw- T HA ‘h 91.36 {201/220) | 86.64 - 9472
! Distanily Immuce fAnti-HBs Unknown ) -—”_l\:lA ! NA T ‘ §7.06 {33/34) ! B84 67 - _.99‘93
: Distanilly ImmunetAnti-HBs Not Delectacd NA ‘ NA 97.2¢ (1041107) ‘ 9202 - 9542
pmmane Due 2 HBV Vacaination - ' rA Y : mo,nn'(é.suasun " 9895 - 10006
: Susce-plsblc NA i NA 1;30.00 rse‘naﬂﬂ : 99.59 - 100.00 ,
1 Late Aculefﬂecuveri;g l . 100.00(1[!j 2.50 - 100.00 . ’ NA . HA
Eary Recovery T oooowm ¢ weza oo - wa T
;r:;':\kncwn T o NA B , NA : 100.00 (45‘145; ! 92.13 - 10000 7
i Total 7 - 96.77 (20131) I 83-.30. - 59,92 i 98.43 (1694/1721) E 9773 -98.96 l

NA = r;ol appitcable . ' B - 7 - B a 7

No, of ARCHITECT CORE-M r ive resylls in agreemen with th rator h - I i iits] x 100%

ilive per t = " -
Posilive percen! agreemen [Teta! number of comparator IgM anti-HBe reachive resylts]

" N .. [Na. ol ARCHITECT CORE-M nonreacitive results in agreement with 1he comparator IgM anti-HBG hegative results] x 100%
Negative percent agreement [Talal number of comparator igM aniti-HBc negalive resulis]

The table befow summarizes 1he percent agreement belween ARCHITECT CORE-M and the comparaior IgM anti-HBc assay for Population Two by HBY
classification.
S | Negative Percent o

I Positive Percent
i Agreemeni 85% Conlidence Agreement ‘ 95% Confidence

HEV Classitfication % Interval i % Intérval !
e W e wom | aweoom |
Y. S ] ey sz ses |
{‘ Immune Due to Natural Inlection ) NA ) ' 100.Dp (67(67) ' 94,64 - 160.00 l
;‘ Distantly ImmunefAnli-HBs Unknown NA NA | 160.00 (5/5) : 47.82 - 100.00 :
' Distantly mmunefAnti-HBs Noi Detected . NA - NA : 106.00 {12/¥2} . 75.54 - 100.00 ‘
' immung Due 10 HBY Vaccinaton NA ' NA 5 10000 (41/41) l 91.40 - 100.00 l
! suscepiivio O m o w “, '16:550&_57}_’3%’;” T g0 100,00 -
{ Total NA NA [ 99.844276/277) ' 95.01 - 99.98

NA = not applicable

. [No_o! ARCHITECT CQORE-M nofireaclive regulls in aoreement with the comperator lahd anti-Hic neqgative resulls] x 1907,
Negative porcent agreament {Total number of comparatar IgM anti-HBc negative results]




Percent of Pasitive Specimens and Percent Agreement for Individuals Diagnosed with Acut
Specimens

The performance of the ARCHITECT CORE-M assay was evaluated by testing prospectively-collected specimens from 14 individuals diagrosed with
acule HBY inleclion and 16 pre-selected IgM anti-HBc positive specimens. Acute slalus was defined for the 30 specimens by the four HBV serological
marker results, The percent of positive ARCHITECT CORE-M specimens for individuals with documented acute HBV infection was 100.00% (14114, with
a 95% confidence inlerval of 76.84% le 100.00%). The percent of positive ARCHITECT CORE-M specimens for the pre-selected Ight anti-HBc positive
specimens was 100.00% (16/16, with a 95% confidence interval of 79.41% Lo 100.00%).

For individuals diagnosed with acute HBV infection and for the pre-selecled igM anti-HBc positive specimens combined, the positive percent agreement
between the ARCHITECT CORE-M assay results and the comparator igM anli-HB¢ assay results was 100.00% {30/30. with a 95% conlidence interval
of 8B.43% lo 100.00%),

Clinicai Performance in a Pediatric Population

The performance of the ARCHITECT CORE-M assay in a pediatric population was evaluated by testing 100 surplus specimens from a pediatric
population collecied in Fall River, MA by a specimen vendor, and rom the 125 prospectively-collected pediatic specimens from Population One
{n r,B1), Poputation Two {n = 36), and pre-selected IgM anti-HB¢ positive specimens {n = 8).

For the surplus pediatric specimens, the negative percent agreement between the ARCHITECT CORE.M assay resulls and the comparator Igh anti-HBg
assay results was 100.00% (100/100. with a 95% confidence interval of 86.38% lo 100.00%). The distribution of the ARCHITECT CORE-M reactive,
grayzone, and nonreaclive results for the surplus pediatric population is summarized by age and gender in the following table.

ARCHITECT CORE-M Result }

] !
i ]
i Age ; | ‘
| Group ' Reactlve = Grayzone Nonreactive i
: {years) Gender | n (%) : n {%) n (% i Total |
Por2 F 040.00) . 0 (0.DG) 25 (10000) | 25 |
L Mo D000 0(000) 25 (100.00) _l 5 .
Po1sas s F 0000y | 0 (0.00) 32(300.00) | @2 | :
! M ¢ (0.00) 0©00) | 18(160.00) | 18
" Total 0 (0.00) a(@o0) | 1woqocon | o |
E 1

For the prospectively-collecled pediatric specimens (Population One [n = 81), Population Two [n = 36], and pre-selected igh anti-HBc positive specimens
{n = 8}). the posilive percenl agreement between the ARCHITECT CORE-M assay results and the comparator IgM anti-HBc assay results was 100.00%
{878, with a 95% conlidence interval of 63.06% to 100.00%) and the negative percent agreement between the ARCHITECT CORE-M assay results and the
comparatar gM anti-HBe assay results was 99.15% (116/117, with a 95% confidence interval of 95.33% to 99.58%). The disiribution of the ARCHITECT
CORE-M reactive, grayzone, and nonreactive resulls for the prospectively-coilected pediatric population is summarized by age and gender in the
following table.

1 : : - T =
i i : ARCHITECT CORE-M Resulit | !
| . ‘ ! | |
: Age Group . Aeactive | Grayzone Nanreactive i
o {years) Gender n{%) | (%) . n{%) Total
i N : :
! oAz ! F 0{DO0) - £(0.001 0 (0.00) 0
; M 10000 0 D(DO0) 0 (0.00) Lot )
. 1oE £ 141428)  © 2(0.00) s8571) 7
1 : : : , :
: Mo 1667 01000 | 5{B333 6
I | H - - . 1 :
|o1e2n 0 F . 11349 0 (0.00) 64(99.46) | 65 |
I . - - - R -
Il M 5¢10.87y | 0000 ;  41(88.13) 1‘ 46 !
. e T ‘ i
| Total ‘ atrzy | o (0.00) ' 116 (92.80} : 125 )
: .
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Analytical Specificity

The ARCHITECT CORE-M assay was evaluated lor potential cross-reaclivity for specimens from individuals with medical conditions unrelated 10 HBV
infection. The specimens were lested using the ARCHITECT CORE-M assay and the comparalor IgM anti-H8c assay. The final results for each of the
specimens were compared between the two assays. The data are summarized in the Iollowing table.

Reactivity ol the ARCHITECT CORE-M Assay
in Individualg wilh Medical Conditions Unreiated to HBY infectio

Comparator IgM Anti-HBc Assay

Nonreactive 1 Reaclive

ARCHITECY CORE-M ARCHITECT CORE-M |
* Category ‘ on NR™ : QZ" A NR* P Gz" ) .I_?' ]
'AI:I(IFIIICIEfi! antibody (A!‘iA] . e ._,'.[l .10 J_ 0 ] O . Q 0
| Cylpregalovirus (ant-GMV posttive) 10w e | oo 6 ' 0 o !
; Elevated 1gG <10 w e | o o0 | oo
CElevaedigd ) s s T o o | o o
: Epsiein-Bar Virus [anli:EBV pDSF£EVE‘] 10 : 10 : 0 l O o ’ 0 i 0 7
| RBV vaccine recigient -8 . 8 : 0 0 o © o o
1 Hebamis A Virus {anti-HAY Ight p.usiliv:e) ‘ e g ! o o o b o 7;
! Hepatitis © Virus ganli-HCV positive) P o0 | o o o 1 o 0
| Horpes Simplex Virus (antiHSV positve) G - 4 o4 | o o TR | o |0
i Human Anli-Mouse Antibodies (HAMA) posilive 7 7 } 0 0 o ‘ 0 0 '
: HLnnan fmrﬁunodeficiency Virus {anli-HIV-1 positive) BT ) 1l0 .‘ i 4] ¢ 19 | 0’ “0 F
? Human Immunodeliciency Virus (anti-HiV-2 positive) ‘ 10 Co0 [ ¢ 0 : 0 ‘ 0 o ‘
w I;ﬂluenza ;faccine recipient 7 ’ l 10 10 . ; . a 7 0 0 _L EJ (J .
G e e e . -
" Multiparous temale 10 . 0 0 0 0 0
. Multipte myeloma - 2 ' 0 j 0 O o D
Mumps virs L i 0 é o 0 - 0 o :
I Nor-Hodgkin's lymghoma ) ) ’ 6 ' 5 i o { o 0 '_ R o
! Non-viral liver disease ;a2 12 ' [a] 0 1] Q 0
* Rhgumaloid lactor posiive ) 3 0 0 *ooa 0o
}. Rubelia - 0 o o b g o
S 0 o | o
i Syphiis 0 10 [ - o o o
i Syslemic Lupus Erythematosus (SLE} g 9 _D ‘ o] ) _0 0 o
| Toxaplasmosis kG positive 9 . a 0 0 0 0 G
| varicelta Zoster Virus amivay positel e PR 0 0 0 o,
‘ Yeast infection : 7 7 7 j D 0 ; 70 i 0 ti 7
| Total 222 21 . 9 o LI 0

NR = Nanteactive, GZ= Gtayzone. R = Reaclive
© This specimen was tested and determined te be reachive for HBsAg, but did not condirm; negative for total anti-HBG; and posilive
for ant-HBs. A second FDA-approved IgM anti-HBc assay was perlormed and the specimen was delermined 1o be negalive.

Interference

At the concentrations fisted below, kilirubin (conjugated and unconjugated). hemeglobin, total protein, and triglycerides showed less than $0% interference
in the ARCHITECT CORE-M assay for high negative samples (3/CO range: 0.60 te 0.99) and low positive samples (S/CO range: 1.00 10 1.40);

- Bilirubin = 20 mg/dL

- Hemogiobin <= 500 mg/dL
- Total Protein ~= 12 gfdL
«  Triglycerides - 3000 mg/dl.
10



Tube Type Matrix Comparison
The lotlowing 1ube types are accepiable for use wilh the ARCHITECT CORE-M assay:
- Glass: serum
Plastic: senam, serum separaior, lithium héparin plasma separator. sodium heparin, and dipotassium EDTA

On average, the tube types evatuated showed less than a 10% dilference when compared 1o the control lube type (plastic serum). The distribution of
the percent differences per tube type is listed in the following 1able.

! Distribution of Absolute Percent Differences

i
|

Tube Type ; < 10% = 10% to < 20% > 20%
? Glass Serum B7.8% (35/41) 12.2% (5/41) ' 0.0% {0/41}
Plasbic Se:um Separator ' B2.9% (34/41) 14.6% (Bd1) - 2.4% (1141
V‘ Plastic Dipoassium EDTA - : 30.5;:;- (334N o 1.7.1% {7141} 5.4.% (11‘1)
‘ Plaslic Sodium Heparin | B2.8% (34/41) 14 6% (6ja1) 2.4% {1)41)

! Plastic Liikium Heparin Plasma Separaler

BO.5% {33/41) 17.104 (7)41) 2.4% {1j41)

Seroconversion Panels

The abilily ol the ARCHITECT CORE-M assay lo detect IgM anti-HBc was evalualed by testing eighl seroconversion panels obtained from two
commercial vendors.

The resuite were compared io the results of an FDA-approved IgM anti-HBc assay {reference). IgM anti-HBc was detected by ARCHITECT CORE-M
coincideni wilh lhe reference IgM anti-HBc &ssay in gight panels.

The proliles of the eight seroconversion panels were characteristic of an acute HBV infection progressing to eventual recovery and immunity to HBV,
ARCHITECT CORE-M detected Igh anti-HB¢ following detection of HBsAg in all parels during the acute stage of the disease.

IgM anti-HBe remained deleciable aver a range of two to ten months in the eight panels. The overall ARCHITECT CORE-M resulis were consistent with
the known serological profile of gach panel. .

Neonate Serum .

A sludy was conducted 1o evaluate whether neonale samples may be lested with the ARCHITECT CORE-M assay. Cord blood serum was used as a
surrogale for neonate serum. Twenty-one matched cord blood and maternal serum sarnples were spiked with Igh anti-HBc pasilive stock to yield a
high negalive samnple (largel $/CO 0.80) and a low positive sample {target S/CO 1.20). None of the sampies were initially reactive. The dats obtained
upon spiking are summarized in the foliowing table, shewing the amount of bias for the cord blood serum samples from the matched maternal serum
samgples. For cord blood serum samples with > 10% bias, one sample exhibited regative bias and the remaining samples exhibited positive bias when
compared to the malched maternal serum samples.

et

i ; Distribution of % Bias !

H T T 1

f Analyte Level §/CO ! < 10% 12 10% 10 « 20% ] #20% 10 < 30% | = 30% i

080 D667 (14[21) | 2064 (8/21) &g (121) L00% (0fz1) i

i 120 " szan 1121y 3B (asen) 854 1221 | 06 (o2 l
1
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